Abbreviations: AAS, atomic absorption spectrometry; AM, acetoxy-methylester; BMP, bone morphogenic protein; CMF-PBS, calcium and magnesium free phosphate buffered saline; CPA, cyclopiazonic acid; CsA, cyclosporine A; DMMB, dimethylmethylene blue; DMSO, dimethyl sulfoxide; dNTP, deoxyribonucleotide triphosphate; DTT, dithiothreitol; ECM, extracellular matrix; EGTA, ethylene glycol tetraacetic acid; ER, endoplasmic reticulum; FACS, fluorescence activated cell sorter; FCS, foetal calf serum; FGF, fibroblast growth factor; GAPDH, glyceraldehide-3-phosphate dehydrogenase; HDC, high-density cell culture; IGF, insulin-like growth factor; IP 3 , inositol-1,4,5-trisphosphate; MAPK, mitogen-activated protein kinase; MTT, 3-(4,5-dimethylthiazolyl-2)-2,5-diphenyltetrazolium bromide; N-CAM, neural cell adhesion molecule; OA, okadaic acid; PBS, phosphate buffered saline; PBST, phosphate buffered saline with 0.1% Tween 20; PKC, protein kinase C; PMCA, plasma membrane Ca 2+ ATPase; PMSF, phenylmethylsulphonyl; RT-PCR, reverse transcription and polymerase chain reaction; RyR, ryanodine receptor; SDS-PAGE, sodium dodecyl sulphate polyacrilamide gel electrophoresis; Ser, serine; SERCA, sarco(endo)plasmic reticulum Ca 2+ ATPase; SOCE, store-operated calcium entry; Thr, threonine; TRPV, transient receptor potential ion channel.
In HDC, formation of cartilage starts with the recruit- lies [7] . In parallel to the intracellular changes, extracellular surement lower threshold were set on cell-size particles.
310
Analysis was performed with WinMDI 2.8 Software.
311

RT-PCR analysis
312
Total RNA was isolated from cells using RNA Isolation Kit The sequences of primer pairs used for PCR reactions were 
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+Model YCECA 972 1-14 Possible regulatory role of calcineurin in Ca-signalling of chondrogenic cells 7 Figure 2 Basal intracellular
U N C O R R E C T E D P R O O F
YCECA 972 153% of control cultures (Fig. 6B) . On the contrary, higher 
YCECA 972 (Fig. 6C and D) , the mechanism of the decrease of 
YCECA 972 Cell proliferation was assessed by 3 H-thymidine incorporation, mitochondrial activity was measured by MTT assay, and cellular viability was determined by FACS analysis. Assays were carried out each day immediately after EGTA, A23187 or CPA treatments. Quadrants 1 and 2 on panels C and D represent cells containing propidium-iodide (i.e. dead cells), whereas quadrants 3 and 4 represent unstained (i.e. living) cells of various sizes. Data represent mean ± standard error of the mean of five independent experiments and given in percent of the respective untreated cultures. Asterisks indicate significant (*P < 0.01) decrease or increase in 3 H-thymidine incorporation (A) as compared to control.
Calcineurin plays a dual role in Ca-signalling of HDC
584
Calcineurin is one of the target molecules regulated by the (Fig. 8B) .
602
When the activity of calcineurin was inhibited by its phar- reaches its maximum on day 3 of culturing with a peak of 628 140 nM and remains at a higher concentration (about 100 nM) 629 until the end of the investigated 6-day-long culturing period.
630
It is important to emphasize that no enzymatic diges- 
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